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(54) MYELON PERFUSATE 

(5 7) Abstract: 

PROBLEM TO BE SOLVED: To provide a myelon perfusate having no need for a complicated preparation and 
having together some excellent effects such as a secondary- mediator washout effect, an inflammation- 
suppression effect, a toxic-substance catch effect, tissue-protection effect, etc. 

SOLUTION: This myelon perfusate comprises an aq. soln. which contains a hyaluronic acid and/or pharmaceutical^ 
acceptable hyaluronate having pref. the following properties: (A) an endotoxin content of 0.03 EU(endotoxin 
unit)/10 mg or less; (B) a sulfur content by the coulometric titration of 0.01% or less; (C) an iron content of 20 ppm 
or less; (D) a protein content of 0.1% or less; and (E) an wt-average-mol.-wt. of 500,000-4,000,000. 



LEGAL STATUS 

[Date of request for examination] 1 8.03.2004 

[Date of sending the examiner's decision of rejection] 

[Kind of final disposal of application other than the 
examiner s decision of rejection or application converted 
registration] 

[Date of final disposal for application] 
[Patent number] 
[Date of registration] 

[Number of appeal against examiner's decision of 
rejection] 

[Date of requesting appeal against examiner's decision of 
rejection] 

[Date of extinction of right] 

Copyright (C); 1 998,2003 Japan Patent Office 



BEST AVAILABLE COPY 



THIS 



<19)B*B#1W 



(12)<k 



(A) 



(ll)**ftti*£M#^ 

#51^11-140103 

(43)£g§|3 ¥$11^(1999) 5/3250 



(51) Int. CI. 6 




F I 








C08B 37/08 


Z 


A61K 31/725 


AAB 


A61K 31/725 AAB 




ABE 




ARC 
ADC 




ADS 




ADS 








^Kof ti^<:^(^>^ci2 0 L (3E 7 M) 


(2l)fflgS#^ 


4$H¥9-304570 


(71 \ OIKS A 


UUUiyooZ4 










(22)ffllH0 


9^(1997)11^ 6 0 










(72)35^# 




*mffifR30£|g 1 JSSffl $ftWf 9 9 ^10^ 8 0 










(72)3893# 










^b«ilMJI|ffTfi|13*6Ti ttfiWS/ 








201 






(72)|g^# 










*«BiWl|lM»^J£5*3TB 1 -13 






(72)^^# 


&>$ 








«itteJI|ffi3fE3fe3&3Ti 3-17 






(74W31A 





(54) mm<o&m ftmmmm 



(57) [KM] 

raw] mmttwmtr&mt^-r. 7 

(A) i>h^^>y^t*S0. 0 3EU (i>Kh* 
i^$&) /l OmgKT, (B) 
WCO. 0 1%£tT, (C)^W2 0ppmH 
(D) *>v<*jMr*iJ*0. 1%KT, (E) a* 
¥^■7-1:^5 0 0, 0 0 0~4, 0 0 0, 0 0 0. 




BEST AVAILABLE COPY 



( 2 ) 

1 

[f*#9 3 ] ftttffMMf? s/ h • *r/HcS# b 
=ffM««^3l^|B!BKffil9l*Sifi:Sraa^Lfc^ 
fc. #K»««I© 7yY CD^mtfc t Jfctfc UT^ 4 0 %£( 
±©H##fe*l<5 i 5 KIMS Lfci»#Jg 1 IB«0»«SI 

^$Jx5iSo-&*fijiso. 2~o. 4 3 f»# 

« i BttoffitiUftffi. 

[f»*«5] Me^ttWROSaEEJt^O. 9~1. 
2 -C* 5t»*« 1 fE«c©*ft*SfEi& 
[f»#9i 6 ] t T/Wn VifeXV/Xfi-tO^W^ff 

(A) i/>iS-§;tf 0 , 0 3EU (^cVKhdr 

f^HMfc) /lomgKT, (b) 20 

K*SWt 0.01 %«T, (C) 20ppm» 
T\ (D) o. 1%^T, (E) 

¥^^1^5 0 0, 0 0 0 — 4, 0 0 0, 000, 
[ffl*S 7 ] 1 7VH3 ^KS^/Xtt-tOH^WfCfF 

5 0 0, 0 0 0-2, 

200, ooo T*fo5«*3s 6 

imams] tT7uu>mRv/xti*<Dm¥t£)KWF 

^$tl5^cofifi3p^-?-fl:^6 0 0, 000-1, 2 
0 0, 0 0 0-CfeSW*JS6|B«<O*M*^ o 
[if** 9] KTA'V>mR.V/Xtt*:C>m#to\Cft 30 
^StlSi&Ofifi^a^fitfSl, 5 0 0, 0 0 0- 

2. 2 0 0, 0 0 0T-&5it#^6f£g^M«®&, 
[H*^ io] 1 7VH3 ^*Rtf/XH:-t©l||*Wfc 

t^SftSifcofflHy&SH 5 **!, 9 0 0, ooo~ 

3, 9 0 0, 0 0 0 6 &M<D&mi&ffim o 

imam in fc r;vu >mAv/xK*<DM¥mc 

W***t5*©«IB*!ia#l 1. 0-4 5 (dl/g) 

[S»#« 1 2 ] ffi|B*tt£Jft4> p 6 - 8 
#91-11 ©V>f 1 gfclBttOffltiMtift. 40 
[SSWWS&WfttftlS] 
[000 1] 

[000 2] 

[£*©&»] «ni«a**g»t5i:, wmmmm^a 



11-140103 



[0 0 0 3] ft*, ■ ! ^^K«oztfc3Ett*«iiW-r5fc 

f&ffcj£fi?|ftS*i,-CV>ftv\, 09x.fi, t*V- 

pesacst (199D). 

[0 0 0 4] ft*3, 4#MJp6- 1 5 7 3 2 2 (C(i N 

3 t 5 / ^ y * ^3©#*f«#&tt#&Pt^f&!8l!S t t 

<bs *^fcf±SY5YSS#S^)tiHWiaSrfflV>fcin v 
itro&f^feV - ^ 4 b -fc/U7$>-/U- l2b-5!)7 
f-h-13a-7tf-F (PMA) ©#&£jg£fc 

TV^©K*|-u «SIMt£;ftrc^ft^t7/wn^i&tt# 

fc, 77 h©*##S*§JSS?tfc- ! e7 f ;p-coin vivoSH 
Rflitr^P ^B&ttfliv^ft-c^ftv^ - <omwnc 

^)ttSr> (spinal cord evoked potentia 

l;«T TSCEPj ifcV>5) **jfeu wmLtc (BS^ 
IS(J.Jpn.0rthop. Assoc.) 71 (8) S1650 (1997)) „ 
[0 0 0 6] 

Sit Utat-fc5r tiS/f $HTV^„ Ld^Lft/J5 
iB»fii«ia**f4+»T»tt4< % *fc, AI« 
tftttn«ftf,T> jBA^«Ht*Mlt^WMI-C«>S^ 

[ooo7] *%m\*±.m<Dfflm&*M&:-f'<< ft$n 

[0 0 0 8] 



BEST AVAILABLE COPY 



3 

/X lit om^tt fcfF* £ ft£ it 5 
nfcgttfcB&lhU ffft&lfttrflttU WSa»&©EI« 

{0 0 0 9] (1) tr/Wn:^Sfcf2*og&ttK:flF 

(2) *tta«lc*S<tSfflBflttfcft&Kttffi$ft& 10 
(1) IBttofftttttttt. 

v h ©&«& i Jfctt LTJft 4 0 %£t±©ffiijs# fe 
*t$J:$fclllHLfc (l) Ettoffttfltifctt. 

[0010] < 4 ) fc 7Vm >«Rtf /Xtt*©K*tt 
teff*SjK5«M>£**#0. 2-0. 4£g%T*fc-5 

(1) fS<£©*tSit*i8:. 

(5) Dtne^ttffiKoaasjt^o. 9~i. 2-efcs 
(i) &m<D&mmmwio 20 

[00 11] (6) kTA'D^Kftae/xa^oK^M 

(I) ~ (5) ov^-f#L*»K:B«©*|(«««E.- 

(A) lyKh^J/ytt^O. 03EU (s^Kh* 
vyJWB/iOmgRT, (B) BSH^**sm««J& . 

K*SV>-C 0.01 %0T, (C) ^#4^5 20ppm» 
Ts (D) .^V^g-g-fiiSO. l%WTs (E) SI 
tyXMbfttifi 5 0 0 , 0 0 0~4, 0 0 0, 000, 
100 12] (7) tTA>ay&RXfi/XI*Z<om¥(t] 
\Z.Vf® £ tl5 JftOfii^^a^ 5 0 0,0 0 0- 30 
2, 2 0 0, 0 0 0T-&5 (6) EttOffttfttttt. 

(8) tT/Wn>^S.V/X(i^<0||^(C^$tt5 
tgOfifijpJSSHF-SiJS 600, 0 0 0-1, 200, 0 
OOVhZ (6) BfeDfflMtttt. 

(9) kT^nvKRV/Xtt-tOJII^WRlff**^* 
tt©MHFJ&£**»* 1 , 5 0 0, 000-2, 2 0 
0, 0 0 0-C&5 (6) EgtOffWtKtt. 

[0 0 13] (10) t7/UnylRt)>/XI4tO*¥ 

ttfcln&&;fcStto£*¥tt&?**i, 9 0 0, 0 0 

0-3, 9 0 0, 000T?fc5 (6) EttOfflMflHK 40 

(1 1) ■tTA'BV||Jttf/XHt*Ojl»WKI l lF»**u 
5&©«K*!;fi# 1 1 . 0~4 5 (dl/g) t?fc5 

(e) E«©»siit«„ 

(12) IWB*ttiWSOpH*6~8-C*)5 (1) ~ 

(II) ©V^*fcE*©*ii*flE*. 
[0 0 14] 

[389J©£JS©^flg] WT, «893£l¥iNaictftiJ3-f s„ 



#W¥1 1-14 0 10 3 
4 

[0015 ^P- t ^»fttf/XWt-t©*¥W 

*369!©#l8iSi«JRfcffl v»fc*t$ 1 7*b vK&tf/X 

*fca^lB4tt«Sr*ri-«IS*»s #&©**, S^jS 

&©*&/&(*, IHtOftttMmt?^ h • *7*A-$rffl^ 
fcSCEP«jfek:J:«IMlfiK:J:oT, S^fS i i^ft 

[0 0 16] ±!B*^^©^«JS«(EjRfcfflV>P>H?.tT 

[0017] (A) \?h 0. 03EU 

(xyh'h^y»t) /10mg«T. (B) Mte 
mtfim&ffifaC&^X 0 . 0 1%£tT, (C) 
20ppmK(T, (D) 9l"*9W&m&0. 1 %£K 
T\ (E) lt¥^l»fiA55 0O, 0 0 0-4, 0 0 
0, 0 0 0, 

[0 0 18] fc*5 s ±E (A) - (E) ©&tt©$ij£ 
tt, tTA'ny^teoV^TiE^fcajfe-fSIJiKS 

gt#(c i. o triiS-ffl v Mbttrv ^^rjfefc ± 5 i ©-efc 
5„ ±Ett«fc*r5*»W©#lt*«»cJ8 

5£©«fc9A#tt&0i|i LT, flajxfcf, ±12 (A) - 
(D) ©ttJtfc#U *&fcfi*¥J&*H-*#, 5 0 
0, 00 0 — 2, 200, 0 0 01S, 6 00, 0 00 
-1, 2 00, 0 1, 500, 00 0-2, 

200, 0 0 0§g> XI41, 900, 0 00-3, 9 
0 0, 0 00 m.$L<D t T/Ua y&RV/JUiZom^tf) 

[0 0 19] ft*5, tT/Pnv^©ai:JpiQ^S:ii x 
fl*tfB Jfcjfe (SS+rftjE, B*m% 

JjtiffiM. B-310-B-321, 1 99 1^ 
&!£%ft *fiR) ^S-5V^«PfittaS:^mU Lauren 
t, T.C. et al, Biochim. Biophys. Acta, 42, 476(196 

[0 0 2 0] 

l»l] Ci?) =0.036 - M*-" 
t? : mmttsSi (dl/g) , M : 
[0 0 2 1] ^yKhArv-^Slts 

nmm (j i s) mtmrnrnm, k 8 o o 8, 

4. 3© !x.> Kh*'>^ft«J fciotiW^ff 5. 

^>«f (JIS K 0121) fCtoT, ^y/^g^tliB-U 
—ft (Lowry, O.C. et al, J.Biol. Chera. , 193,265(195 



BEST AVAILABLE COPY 



( 

5 

[0 0 2 2] Sfc, *»W<SW*«lt«CfflV^b*1,St 

±IS (A) ~ (E) ©ttRfctfU S&fcCISJNiA 
#11. 0~4 5 (dl/g) mtT/l'ByiSaU! 

5. 

loo2 3] **w©iriwi««tei8v%r, xvkf* 
mstit^]) at ? / ^ y * ^iosgT?j, 

©*8S, fcBjh©l#jI^T WP^-K^*§l#ier. U/c 
[0024] *l8MO*lfSl8fE«tfflV n f>ft3 1 TVWn 

«*«*#*rffen*. :oh, bus, mmrnm 
nz&<D&^ m^mitm^ti-r. mm, m^xom 

£ & #T?# 5 (#<&Bg 6 1-80 8 3, #£Bg 61-6 
0 0 8 1 , #^Bg 6 1 - 2 1 2 4 1 , #<&¥6 - 8 3 2 
3, fcBtffM, 1 4 1, 9 7 3, *B#giF5, 4 4 

i-irkt-CtS (*H#i*4, 946, 780, *S 
#fF4, 7 8 0, 4 1 4^#H) „ 
[002 5] ^ t> * ©}£& t 7/H3 ^Stf/XI* 

^S*tt&«©rfT|K.S©5^ mz.it, ±IH (A) ~ 

(D) (C^-fifett&^-ffcr/WP h y r^A (HA-N 

a) £^rf5ES/B©§l!i5ii LTtt, dkfc^Isi 

1: 60J~120J) , V (Sftffifll, HA-Na 

©!*¥*&#?£ : 6 0?5"~1 2 0 5?) » ssj 
(S^PS«, HA-Na©a*¥*&»^ft : 1 9 0 7J~ 3 9 

075) * s &?imm m) nctrwv (samr* 

HA-NaOMtsp*^** : 6 0 1 2 0 ?7) , (ft) 5 



' #BB¥l 1-14 0 10 3 

6 

If dE^S*©*^ ]) - ^k^tf , HA-Na©m*¥$# 
^F*: 1 5 375-~2PR) , * t* y 7 ^V7 

m mot-ay (smm. wHbo&mw&fr? 

*: 190^3 9 01) VZmWZZbifiVZZ. 

[0 0 2 6] (2) ®m%mm 

[0 0 2 7] ±B#»*iHt. «*tf, 
^-f&tt^ttS&y y h • *f ^Srfflv->fcscEP$!|^(c J: 
5fi«)iMl!:*5^t, &mmW& 3 ^ffl g (CSCEPS: 
SISLfc^fc, *Matfmf©7-> hOSCEP© (S*|©) 
tttJt|SELr^4 0%K±©i[%#5©t-f-»*ft*^ 

©^#««#0. 1~0. 8fift%g^ «t«9»*L< 
l*0. 2-0. 4fifi%S«, *t»*t<f40. 4» 
*% i: ft 5 ± 5 *»«Sr*ff 5 £ t t S« 
[0 0 2 8] *38W©»IBB«*fcj3v^T, fltrlBS^© 

0. 1MS%*^-CI4, ±|5SCEPtt©lsl«^+ 

»VVtttt©fcJt>tefcj|«|ffcJSHJt & - 1 * J *«. 
[0 0 2 9] *fc, *ISW©*tt«iifE«S:«|fig1-$iiK 

&*©WII«t pH*JJ:V»a£E*J 
Sfil1-SJ;5fciJS4$)h-TV>sni:W* lv\ r©i 
5*«SHtt, pH#*56~8-(?*>5it*W*U<, S 
3BEitfi«fe0. 9~1. 2T*fc5rtiW*LV\ 

[0030] *%m<Dftfflmm\ct3\,*x, m&^im 
m<o P h sr±i3 6 ~ 8 es t r. t x-mmmucM-t 

* 6 i 5 /h * v ^-g-, fe 5 V Mi p Has 8 <Srj®x 5 ^g-, 

[0031] *»'wo»tt»««teJ8^-c, iKrfB 

ttSr±E0. 9~1. 2Umt-r^Z tX s ±!E P H© 
f^5o iJIE*tSE^K©SgJEtt;*5 0. 9±«J/Jn*1^ 



BEST AVAILABLE COPY 



( 5 ) 

7 

[003 2] £ b»j^klE*^WO t TiVu ymRXf/ 

X. 2 OtlCfcV^T-f 9i§*9. 6 s e c 'T-SJ^Lfc 
t#<P*-#>lttt*a s l 0~1 5 0 0mPa • s T^S* 

10 0 3 3] ±K*»W©*tt^*»V*5^*** 
fcfc^T, llftE*tt»»©**»»t«!iflPfc 1 0-1 5 0 0 
mP a • sg*i-r^rtT% ^r*4M?0>ftV*fflLiW& 10 

[0034] fc^wo^rafciftifcf*, ±SSt T/m V$ 

x-hz, mtsnmt urtt, tk, mmm. 

W£M-&m.fc (PBS) ftffl^«';i#»JU\ PB 
[003 5] 20 

v ^&-*m+ v v *a (sb— y vgg-?- h y 
y >«**r^ h y *a or- y ^sw- h v 

[0 0 3 6] fcib\ *»WR:*iV^T*«*jHKi:H:, ± 
[0 0 3 7] *fc, 3WH©*K*«*fci8^-Ctt, ± 

tt»j, mmi mm. mr^-^tna -.smtLx 
m^^&mmi^ n*tmtom> mm. t* 40 

[003 8] § 6> fc, *58MO*«jS««Sr«E#S5ttfc 

[003 9] ( 3 ) ffffitftaft^fe (JSffl^fe) 



Wfflsp 11-14 0 10 3 
8 

[0040] mvmm a ^i*^^ 

"Cfr t> (T. I. Cohen, et al. , J. Neurotrauma, 13(7) : 361- 
369, 1996 ; P. C. Francel, et al. , J. Neurosurg. , 79 : 742- 
751,1993; dilator et al. J. Neurosurg. , 39 : 52-64, 1 
973; J. L. Osterholm et al. , Neurosurgery. , 15(30) : 373 
-380, 1984^#flg) % *&mO#mMtiLWLh4ito<0%&i 

[oo4i] -miz^mmmt lt«, *«&*ita 

&#$) , irffiifc (**«?&,. 

tt^FKi^^) % zftumtm. mmm&wmmitmm- 

mtfbti. *»w©*M««HK**ra-e«)5ifi»»» 

[oo42] *%m<DmMmffiWL<D&5-m, i-ttt>hm 
mmmftffi&kmwBfflx&fe&tizAK im&L&tf* 
&i-z>ky x -f ^-^-om^^m L&Tp+ftxm 

[004 3] **J, t 7/vd >&<D£±{i ftfc 

mm icov^Tti, mm^«omm^£^x^*) . 
*<o£±m*mm&tix^z, 

[0044] 

immm] UT\z.^m^mmm\^i.oxmm\mmi- 

oOtU4v\ 

[004 5] HHU8««) iyKh ♦'✓yt«i o . 

0 0 6EU (aiV.Kh+S/V^tt) /lOmg, 
SIC*J It SfiS^SdS 0 . 0 0 5%, «^fi*S 4 . 6 p 
pm, fi>'<9K'2[*#0. 0 1%, fiS^^»8 

gTOtT/unygftHJ^Ai, pbs 
^SA^*) fc N o. 4fi*%o»S-C^1-5J:5 

y ^'ASr^*/iV^PBS?:fflV^fc <> 
[0046] ±IB-C#t>tlfc*lt*ii«E*R*5 iOtp BSC 

1 fc^1- 0 

[004 7] 
1^1] 



BEST AVAILABLE COPY 



( 6 ) 



ftfflW-l 1-14 0 10 3 



9 

- m 


I 




10 


m 




mm&BUAi/g) 








1 5. 8 


1. 06 


MM 


PBS 




1. 03 



[0 0 4 8] Cft**fr*4*IWrfe] {«3 8 5~4 1 
0 g<D<>4X#—3iki8Mi1$y-y h 1 smc%.<g®fflZft 10 
V\ ABt> (1~2%) ^ffl^-CKAWSfcLfc^ 8£ 
5fi^jT'fo6^b^^f-p< h = ^^ (5~8mg/kg,im) 

<&K£ffilJj|«£igK:T£ifc@)63S« (stereotaxic fram 
e) (CH^Lfc. 

[0049] ffimmmummftXT-^frmMzm a 

KK^l;{4(SCEP) Lfc. «55«tf l*DANTECtt«!^Ca 
ntata£fflV\ jftJMg 5 0 -7^ ^ n£J> ( MSec ) , ^0. 20 
l~5^y (Hz) (Cf££Lfc 0 $iM3i«l4*^±$i)itt 

[0050] ^mmm^Mtm^^uomummiE 

XL.fciIS3iiiin05*^i7)flEi6^$rffl^T > 0. 01mm/#<D 

♦l^g«mi(0^5 0%i/,cofc^Wte^5:^u, 
^rOiatW^, ffii£&a¥l&U SCEPSrf+fiJU iE&Lfc 
(A?I$S#) . 30 
[0 0 5 1] l 5E©7y h£3i¥t;:#lj\ lOEto 
i^-C*ijft£m\ ^t)(0 5E^«f&«o^fiai¥ 
$) iLfc. SijSg^tT? 1 OEto^Tti, E£fi?|&i£ 

i*z$tsPBsi§mfrbtj:z>mffim (mmmm) x\ 5 ' 

ESrPBS^e>^Sffi«gfS (pbs*») xzti^ii 

loos 21 ##i::ovvr, infw, 2^r H mo ! 3NFra 40 



SCEPWaifgOfglr 1 0 0 t Lfct # , jEfifc it/jSIS 
*&mic#POSCEPcoSi|.SOffi»IS(D^S:**!), 
^(-.tS^mSrtfcKLfc (HI) 0 
[0 0 5 3] C^mSLO 5 *^) Hll75^Wb^J;5 

<Db%z.tbtiZ„ -1s, iSffi^ofcProscEPjgilitti 

mfflmz!B\mLtz'&mm-i£X'h-itz 0 p b smmm 

Xltm 2 5%£T*Ltf>III«Uj:;4>ofc#, HA««»li 

^4o%tx-(sittu?t. HAmmmx-tefeigmt 

[0 0 5 4] 

[0 0 5 5] ^BJ(DWM«», tT/UDVig 

xomm^x <o -&.%.>&%mikx% s 0 

fvi-*- (^^fC) £ife^tiju Kk/htHJh., 
[mffiofii^/j:^] 

[HI] HASIB, PBSSS£8ISWM^Ji(c*5 
It 5 ¥*&SCEPigti ©gB#6<3^^ Sr^-f n XhZ> 0 



BEST AVAILABLE COPY 



ftmw-i 1-140103 




BEST AVAILABLE COPY 



THIS PAGE BUNK** 



4 



